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REMARKS 

Claims 1-6 and 10-12 are pending; claim 1 has been amended. 

As an initial matter, Applicants thank the Examiner for renumbering the claims. 

Claim 1 has been amended to indicate that the produced dendritic cells are characterized 
by increased CD83 expression, increased CD86 expression, decreased CD1 15 expression, or 
decreased CD32 expression relative to the expression of these cell markers in the pluripotential 
cells. Support for these claim amendments can be found throughout the specification, for 
example, at page 27, lines 18-22. 

None of the above-amendments adds any new matter to the Application as filed. 

I. Sequence Listing 

In response to the Notice to Comply with Requirements for Patent Applications 
Containing Nucleotide Sequence and/or Amino Acid Sequence Disclosures (copy attached 
herewith as Appendix B), Applicants have amended the specification to insert the sequence 
listing which was filed in the parent application (Serial No. 08/600,483) on December 30, 2002 
(Sequence Listing in paper form attached herewith as Appendix A). In accordance with the 
provisions of 37 C.F.R. §1. 821(e), please use the last-filed computer readable form of the 
sequence listing filed in the parent application (Serial No. 08/600,483) as the computer-readable 
form for this Application. 

II. Status of the Application 

The Office Action has questioned whether this Application is a continuation or a 
continuation-in-part of the parent application (Serial No. 08/600,483) (see Office Action, p. 2, 
14). 

Applicants clarify for the record that this Application is a continuation of parent 
application (Serial No. 08/600,483). 

Specifically, the Office Action has alleged that although the specification discloses a 
method for producing dendritic cells using a "maturation factor", the present claims recite the 
generic term "factor." (Office Action, p. 2, 14). 

Applicants respectfully point out that in addition to "maturation factor", the term "factor' 
is also used in the Application as the substance which causes the production of mature dendritic 
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cells from immature dendritic cells (see, e.g., specification at page 8, lines 4-8). Thus, 
Applicants should not be limited to using the term "maturation factor" in the claims since the 
term "factor" was supported in the Application as originally filed. 

The Office Action has also asserted that the specification discloses a method for 
producing mature dendritic cells from immature dendritic cells (Office Action, p. 2, %4). 
Applicants note that the specification teaches that although immature dendritic cells can be 
produced by pluripotent cells, unless these immature dendritic cells are exposed to a factor (e.g., 
a dendritic cell maturation factor), they will revert back to being pluripotential cells having 
characteristics similar to macrophages or monocytes (see, e.g., specification at page 14, lines 16- 
24 and at page 22, lines 18-19). Indeed, Webster's New Collegiate Dictionary (G. & C. Merriam 
Co., 1981) defines "pluripotent" as "not fixed as to developmental potentialities: having 
developmental plasticity" (p. 878; p. 878 and coverpages attached herewith as Appendix C). 
Thus, it is Applicants' position that the immature dendritic cells, because they are not fixed as to 
developmental potentialities, are, in fact, pluripotential cells. 

Additionally, and contrary to what is asserted in the Office Action, peripheral blood 
mononuclear cells (PBMCs) are not the only pluripotent cells disclosed in the Application. As 
discussed above, immature dendritic cells are also pluripotential cells. Moreover, the 
Application states that pluripotent cells are cells that have the potential of expressing either 
macrophage or dendritic cell characteristics (see, e.g., specification at page 6, lines 10-12). 
Thus, while it's true that PBMCs are pluripotent cells, they are not the only type of pluripotent 
cell disclosed in the Application. 

As this objection applies specifically to claim 2, Applicants respectfully direct attention 
to the specification at page 15, lines 5-10. There, the specification states, "The pluripotent 
cells. . ..are present in blood as PBMCs. . .the pluripotential cells may also be obtained from any 
tissue in which they reside, including bone marrow and spleen tissues." Thus, the pluripotent 
cells need not be from the peripheral blood, but may rather be mononuclear cells from other 
locations, such as the spleen or the bone marrow. 

As this objection applies to claim 4, Applicants direct attention to the specification at 
page 15, lines 10-12. There, the specification states, "These pluripotential cells typically express 
CD14, CD32, CD68, and CD1 15 monocyte markers." Moreover, at page 22, lines 18-19, the 
specification describes the re-adherence and reversion to monocytes by immature dendritic cells 
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upon removal from GM-CSF and IL-4. Thus, the specification provides monocytes as one non- 
limiting example of a pluripotent cell. 

Finally, the Office Action opines that most of the cytokines listed in Claim 6 are not 
disclosed in the specification. Applicants respectfully point out that IL-4 is disclosed, e.g., at 
page 15, line 14 and at page 22, line 17; IL-13 is disclosed, e.g., at page 15, line 14; IL-lp is 
disclosed, e.g., at page 52, lines 7-20; TNF-a is disclosed, e.g., at page 37, lines 17-23 and at 
page 52, lines 7-20; IL-12 is disclosed, e.g., at page 37, lines 17-23 and at page 52, lines 7-20; 
stem cell factor is disclosed, e.g., at page 52, lines 7-20; and IL-15 is disclosed, e.g., at page 37, 
lines 17-23. 

Thus, Applicants respectfully aver that this Application is indeed a continuation of parent 
application (Serial No. 08/600,483), and that the current claims add no new matter to the 
Application as it was originally filed as parent application (Serial No. 08/600,483). 

Rejections Under 35 U.S.C SI 12. Second Paragraph 

Claims 1-6 and 10-12 stand rejected under 35 U.S.C. §112, second paragraph, because 
the term "pluripotential cells" is allegedly vague and indefinite. Specifically, the Office Action 
has alleged that the term is not defined in the specification, and that only one example of 
pluripotent cells, namely PBMCs, is disclosed (Office Action, p. 3, 16). 

Applicants respectfully traverse this ground for rejection. 

Applicants respectfully point out that the term "pluripotent" is known to the ordinary 
college student to mean something that is "not fixed as to developmental potentialities: having 
developmental plasticity" (see Webster's New Collegiate Dictionary (G. & C. Merriam Co., 
1981), p. 878; p. 878 and coverpages attached herewith as Appendix C). Thus, Applicants aver 
that one of ordinary skill in the art would understand that a pluripotential cell is one that has the 
potential of developing into a dendritic cell. 

Moreover, as mentioned above, the Application teaches that pluripotent cells are cells 
that have the potential of expressing either macrophage or dendritic cell characteristics (see, e.g., 
specification at page 6, lines 10-12). Thus, the term "pluripotential cells" is not interchangeable 
with the term "PBMCs". Rather, PBMCs are simply one type of pluripotential cells. Other 
pluripotential cells "may also be obtained from any tissue in which they reside, including bone 
marrow and spleen tissues" (specification, at page 15, lines 5-10). 
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Because the ordinarily skilled artisan, upon reading the specification and the claims, 
would not be confused by term, "pluripotential cells", this rejection should be reconsidered and 
withdrawn. 

Claims 1-6 and 10-12 stand rejected under 35 U.S.C. §112, second paragraph, because 
the phrase "express characteristics of DCs" is allegedly vague and indefinite (Office Action, p. 3, 
16). 

Applicants have overcome this ground for rejection with the present amendment to claim 
1, clarifying the characteristic(s) of dendritic cells produced by the method. 

Based on these remarks, this rejection should be reconsidered and withdrawn. 

Rejections Under 35 U.S.C. §102 

Claims 1-6 and 10-12 stand rejected under 35 U.S.C. §102(e) as being anticipated by 
U.S. Patent No. 5,994,126 ("the '126 patent"). 

Applicants have overcome this ground for rejection with the present amendment to claim 

1. 

The dendritic cells produced by the claimed method are characterized in that they have 
increased CD83 expression, increased CD86 expression, decreased CD1 15 expression, or 
decreased CD32 expression relative to the expression of these cell markers in pluripotential cells. 

As the '126 patent fails to teach the production of a dendritic cell having any one of these 
characteristics, it cannot anticipate the present claims. 

Accordingly, this ground for rejection should be reconsidered and withdrawn. 

Claims 1-6 and 10-12 stand rejected under 35 U.S.C. §102(b) as being anticipated by 
Romani et al., 7. Exp. Med 180: 83-93, 1994 (hereinafter "Romani"). 
Applicants have overcome this ground for rejection with the present amendment to claim 1. 

The dendritic cells produced by the claimed method are characterized in that they have 
increased CD83 expression, increased CD86 expression, decreased CD115 expression, or 
decreased CD32 expression relative to the expression of these cell markers in pluripotential cells. 
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As Romani fails to teach the production of a dendritic cell having any one of these 
characteristics, it cannot anticipate the present claims. 

Accordingly, this ground for rejection should be reconsidered and withdrawn. 

Rejections Under 35 U.S.C. §112, First Paragraph 

Claims 1-6 and 10-12 stand rejected under 35 U.S.C. § 1 12, first paragraph, for allegedly 
not providing adequate written description to show that Applicants were in possession of a 
"factor" to use to produce dendritic cells from pluripotential cells (Office Action, p. 4-5, fl 1). 

Applicants respectfully traverse this ground for rejection. 

As an initial matter, Applicants point out that they are not claiming a factor. Rather, they 
are claiming a method using a factor. As discussed above, the specification has taught that a 
factor may be, for example, GM-CSF. It may also be another cytokine, or a combination of 
cytokines, and the specification has described how to identify additional factors (page 27, lines 
1-30). Hence, it is the Applicants' position that the precise identity of the factor is irrelevant. 
Rather, what is relevant is that if the ordinarily skilled artisan cultures pluripotential cells in the 
presence of a factor in accordance with the method described in the specification, he will obtain 
mature dendritic cells, as characterized by their increased CD83 expression, increased CD86 
expression, decreased CD115 expression, or decreased CD32 expression. 

Applicants' specification has provided several working examples and extensive detail 
describing their pioneering claimed method for obtaining dendritic cells. Indeed, Applicants' 
specification has provided two sources for the factor, namely conditioned medium and fixed 
Staphyloccus aureus (SACS) (see, e.g., page 47, line 14 through page 54, line 25). Further, 
Applicants have clearly described, in both the specification and the claims themselves, the 
dendritic cells which result from practicing the claimed method. Applicants respectfully aver 
that, following the teachings provided in the specification, the ordinarily skilled artisan would be 
able to arrive at the mature dendritic cells as described in the specification and the claims. Thus, 
it is Applicants' position that, based on the teaching of the specification, the ordinarily skilled 
artisan would conclude that Applicants did indeed possess the claimed invention at the time the 
Application was filed. 
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Thus, Applicants respectfully aver that the specification provides adequate written 
description support for claims 1-6 and 10-12. Accordingly, Applicants request reconsideration 
and withdrawal of this ground of rejection. 



CONCLUSION 

Applicants respectfully submit that the claims are in condition for allowance. However, 
if the Examiner believes that any further discussion of this communication would be helpful, she 
is encouraged to contact the undersigned by telephone. 



Respectfully submitted, 
HALE AND DORR LLP 

Ann-Louise Kerner, Ph.D. 
Reg. No. 33,523 
Attorney for Applicants 

Date: October 2, 2003 



60 State Street 
Boston, MA 02109 
(617) 526-6000 
(617) 526-5000 (fax) 
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Appendix A 



Sequence Listing in paper form 
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SEQUENCE LISTING 



<110> Steinman, Ralph M. 
Bhardwaj , Nina 
Schuler, Gerold 

<120> Methods and Compositions for Obtaining Mature Dentritic Cells 

<130> MER-011 (112917-138US1) 

<140> US 08/600,483 
<141> 1996-02-12 

<160> 3 

<170> FastSEQ for Windows Version 4.0 

<210> 1 
<211> 9 
<212> PRT 

<213> Influenza matrix peptide 
<400> 1 

Gly lie Leu Gly Phe Val Phe Thr Leu 
1 5 



<210> 2 
<211> 9 
<212> PRT 

<213> Human Immunodeficiency Virus Type 1 
<400> 2 

He Leu Lys Glu Pro Val His Gly Val 
1 5 



<210> 3 
<211> 9 
<212> PRT 

<213> Human Immunodeficiency Virus Type 1 
<400> 3 

Ser Leu Tyr Asn Thr Val Ala Thr Leu 
1 5 
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Appendix B 

Copy of the Notice to Comply with Requirements for Patent Applications Containing Nucleotide 
Sequence and/or Amino Acid Sequence Disclosures 
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Ap cation No.: /^fflffi,ff7Z^ 



NOTICE TO COMPLY WITH REQUIREMENTS FOR PATENT APPLICATIONS CONTAINING 
NUCLEOTIDE SEQUENCE AND/OR AMINO ACID SEQUENCE DISCLOSURES 

Applicant must file the items indicated below within the time period set the Office action to which 
the Notice is attached to avoid abandonment under 35 U.S.C. § 133 (extensions of time may be 
obtained under the provisions of 37 CFR 1 .136(a)). 

The nucleotide and/or amino acid sequence disclosure contained in this application does not 
comply with the requirements for such a disclosure as set forth in 37 C.F.R. 1 .821 - 1 .825 for the 
following reason(s): 



a 



□ 
□ 
□ 

□ 

□ 
□ 



1. This application clearly fails to comply with the requirements of 37 C.F.R. 1.821-1.825. Applicant's 
attention is directed to the final rulemaking notice published at 55 FR 18230 (May 1 , 1990), and 1 1 14 
OG 29 (May 15, 1990). If the effective filing date is on or after July 1, 1998, see the final rulemaking 
notice published at 63 FR 29620 (June 1, 1998) and 1211 OG 82 (June 23, 1998). 

2. This application does not contain, as a separate part of the disclosure on paper copy, a "Sequence 
Listing" as required by 37 C.F.R. 1 .821 (c). 

3. A copy of the "Sequence Listing" in computer readable form has not been submitted as required by 
37 C.F.R. 1.821(e). 

4. A copy of the "Sequence Listing" in computer readable form has been submitted. However, the 
content of the computer readable form does not comply with the requirements of 37 C.F.R. 1 .822 
and/or 1 .823, as indicated on the attached copy of the marked -up "Raw Sequence Listing." 

5. The computer readable form that has been filed with this application has been found to be damaged 
and/or unreadable as indicated on the attached CRF Diskette Problem Report. A Substitute 
computer readable form must be submitted as required by 37 C.F.R. 1.825(d). 

6. The paper copy of the "Sequence Listing" is not the same as the computer readable from of the 
"Sequence Listing" as required by 37 C.F.R. 1.821(e). 

7. Other: 



Applicant Must Provide: 

g An initiator substitute computer readable form (CRF) copy of the "Sequence Listing". 

BAn injtiaLoP^ubstitute paper copy of the "Sequence Listing", as well as an amendment directing its entry 
into the specification. 

fx] A statement that the content of the paper and computer readable copies are the same and, where 
*— 1 applicable, include no new matter, as required by 37 C.F.R. 1.821(e) or 1.821(f) or 1.821(g) or 
1.825(b) or 1.825(d). 

For questions regarding compliance to these requirements, please contact: 

For Rules Interpretation, call (703) 308-4216 
For CRF Submission Help, call (703) 308-4212 
Patentln Software Program Support 

Technical Assistance 703-287-0200 

To Purchase Patentln Software 703-306-2600 



PLEASE RETURN A COPY OF THIS NOTICE WITH YOUR REPLY 
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Appendix C 

Coverpages and page 878 from Webster's New Collegiate Dictionary (G. & C. Merriam Co., 

1981) 
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Aftfebster's 

New Collegiate 
Dictionary 

150th 
Anniversary Edition 



The GAG Meniam Company 
1831-1981 



y 





New 
Collegi 

Dictio 




G. & C. MERRIAM COMPANY 
Springfield, Massachusetts, U.S.A. 



Copyright © 1981 by G. & C. Merriam Co. 
Philippines Copyright 1981 by G. & C. Merriam Co. 



Library of Congress Cataloging in Publication Data 
Mam entry under title: 

Webster's new collegiate dictionary. 

zsz £.r-" 48 have ~ «*-*. 

1. English language— Dictionaries 
PE1628.W4M4 1981 423 80-25144 
ISBN 0-87779-408-1 
ISBN 0-87779-409-x (indexed) 
ISBN 0-87779-410-3 (deluxe) 



Webster's New Collegiate Dictionary principal copyright 1973 
COLLEGIATE trademark Reg. U.S. Pat. Off! 
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